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REMARKS 

the Examiner's Office Action maited September 30, 2010, whieh rejeeted 
ailpent^ing claims, has be^n reviewed. ReconSifderation in view Df the foregoing 
amendments and remarks is respectfully requested. Moreover, Appycants have 
reviewed tlie Office Action of September 30, 2010, and submit tliat the above 
Amendments and the foilowing Remarks are responsive to ai! points raised 
therein. Applicants believe that currently pendirig claims 1 and 4-6 are now iri 
form fbr aliowance, 

Status gf Ciaims 

Claims 1 and 4-5 are pending in the application, Ciaim 1 has been 
amended for further clarification. No new matter has been added. 

Re|ectiori of Claims 1 . and 4'-5 under 35 USC 112. second paragraph 

Reconsideration is requested of the rejection of claims 1 , and 4-§ under 
36 use 1 12, second paragraph, as being indefinite for failirig to particularly point 
out and distinctiy claim the subject matter which appitcaht regards as the 

invention. 

Applicants have amended claim 1 and submit that the amendment is 
sufficient to overcome the rejectiort to claim 1. Applicants recjuest tiie withdrawai 
of the rejection to claim 1. 

Rejection of Claims 1. and 4^5 under 35 USC 103fa) 

Reconsideration is requested of the rejection of claims 1, and 3^7 under 
§1 03(a) as being unpatentable over Schulz et al (US 2003/0045544) In view of 
Vetter et al. (US 5SQ8076) and Himmter et al (Abstracts of the interscience 
conference on Ahtimjcrobial Agents and Chemotherapy (2002)). 

The Examiner states that it would have bem prima facie obyibUs for one 
skilled in the art at the time of tihe invention to use pradofloxacin to systemioaily 
treat bacteria! infections of the oral cavity In humans or animals in need thereof. 
The Examiner states that "Shultz et a! teaches the use of fiuoroquindlones such 
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as pratjofioxacln in tdpicat and locai treatment of oml cavity infections, Vettef 
teaches the systemic activity of fiuofQCjuinolones against a broad spectrum of 
bacteria which Includes species of oral cavity baeterta....Himmier provides 
additional motivation to an ordinary s{<§l1ed artisan to utiiize pradofioxaom as it 
showed the lowest MIC ... in comparison to other fluoroquinolones in Inhibiting 
E.coli. S. aureus and S. sntermediiys;' (See Office action at page 1 1). 

Appiicahts once again respectfully disagree with the Examiner. Applicants 
submit the expert report of Br, Peter Fahrenkrug as a declaration to the present 
application. The expert report is submitted because it includes a detailed 
description of periodontal disease, the bacteria that cause it, the systemic 
implications, study data and interpretaiion of aii of this information from a true 
expert's point of view. 

in summary, Dr. Fahrenkrug states that periodontal disease is not caused 
by one or a few defined batrteriai species, iaut is a complex polymicrobial 
infection that interacts with complex host defense mechanishis. It is 
characterized by a change from healthy periodontal flora mainly composed of 
Gram-positive oon-motile cocci tb the flora of periodontal disease dominated by 
aggressive anaerobic Gram-negative motile rods. Porphyromonas spp., 
Prevotelia spp. and spriochetes are likely to be implicated in periodontal disease 
of dogs. Periodontal d!S0ase can have systemic consequences such as 
cardiovascular disease, endocarditis, pneumonia, stroke, as well as renal and 
hepatic disorder's, all mediated via bacteraemia of LPS and cytokines being 
released into the bloodstream. There is no curative treatment of periodontal 
disease. However progression of the disease can be prevented by suitable 
periodontal treatment. Broad-spectrum antimlcrobiais are an important part of 
periodontal therapy. (See entire report and conciusions on page 29-30) 

Or. Fahrenkrug notes that only four products are currently registered for 
the use in oral infections and/or periodontal disease. These are 1)combination of 
metronidazole and spiramycin, 2) cHndamycin hydrochloride, 3) 
amoxiciiiin/ciavufanic acid, and 4) Doxyeycline hyclate. The cxjmbinatibn of 
metronidazole and spiramycin has a weakness against gram-negative aerobes. 
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Ciindanmycin does not extend to gram-negative aerobes, AmpxyctHin/clavulanie 
acid shows more activity to gram-ppslti^fe baoteria than gram-negatwe, 
Doxycyciine has broad-spectrum against many gram-positive and gram-negative 
aerobes, however it has been tai<en from the market by the producer. Dr. 
Fahrenkrug also notes that none of the qyinotones has been registered for the 
treatment of pertodontal disease because of the iaci^ of activity against anaerobic 
bacteria. Pradofioxacin, however, shovyfs three foid ihcreased activity against 
anaerobic bacteria than other veterinary quinolones (the study is also sybmitled 
Vi^ith this re#onse for the Examtner's review):. Dr. Fahrehkaig also states that as 
there are only three products availabie and as Increasing resistance rat^s to 
older products may be encountered, aiternative products would be most 
welcome, (see pg 19 and 20 of the report). 

the expert report also reviews 3 studies - 2 comparing pradoflo.xacin to 
rnetrpnidazoie ^ spirarJiycin) and 1 companng pradofioxacin to dindamyein 
hydroGhloride^ both estabHshed products In the treatment of periodontai disease 
^tabuiated methodology and reports are also submitted with this response; for the 
Examiner's review). Dr. Fahi'ehkrug finds that pradofioxacin exerted beneficial 
effects on the important clinicai periodontai parameters poci<et depth, ioss of 
attachment and bleeding on probing in the studies, l-^e also states that general 
clinica! signs were aiieviated, pradoflbxacih was able to re-establish and stabilize 
heaithy periodontal flora over prdionged periods of time and to reduce the total 
subgingival anaerobic count. (seP pg. 30 of the report). 

Applicants also submit a respqrtse sent by Applicants to the authorities 
showing the reason that we treat systemicaliy is to attain high concentrations of 
pradofioxacin in the gingival tissue. 

The Examiner states that Schuitz teaches the use of fluoroguinolones, 
such as pradofioxacin in topical and local treatment of oral cavity infections and 
tiiat Vetter teach the systemic activity of fluorcK^uinoiones against a very broad 
spectrum of bacteria. The Examiner then states that an ordinary artisaii woiild 
be motivated to combihethe teachings of Schuiz and Vetter to develop a method 
of treating bacterial infections of the oral cavi^ by systemic administratioh of 
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pracidfloxacin and oiher fluorGqulnolones. Applicants submit that an ordinary 
artisan would not have been motivated by Schuitz and Vatter to devebp this 
method because as stated by Dr, Fahrenkrug other fiuofoquinolones were known 
to have unsatisfactoFy acth^ity against periodonta! disease (Vetter) and someone 
skifted in the art wouid only have tested pradofioxacsn (taught in Schuiz) 
systemically by using hindsight The addition of Himmter is not sufficient as 
Himmter shows MIC of pradofioxacin eompared to other fluoroquinoiones against 
E.eoN and two gram-positive anaerobes. As stated by Or; Fahrenkrug an active 
ingredient has to show activity against a broad range of both gram^positive and 
gramrnegative anaerobes, most impoilantly the gram-hegative anaerobes. 
Himmler does not provide such data. One gram-negative anaerobe does not 
lead someone skilled in the art to believe all gram-negative anaerobes would be 
equaiiy affected, 

in addition, now applicants have submitted on animal data comparing 
pradoflox^din against the registered products for treatment of periodontal disease 
and an expert's opinion stating that there Is a need: to be solved by the preseht 
invention that hasn't beesh sblyed by the existing dr remaining products on the 

market. 

Applicants submit that all of the above arguments, data, and Dr. 
Fahrenkrug's report taken together show that ciaims 1 , 4, and 5 are patentable 
over Schultz et al. in view of Vetter et a!, and Himmler etaj. 
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Conclusion 

in view of the above, Appiicarits respectfully aubmit that the pending 
clafrns me novei and not obvious ov©r the cited references arsd request 

withdrawal of al^ rejections and allowance of the claims. 

The Commissioner is herBby authorized to charge any fee deficiency or 
credit any overpayment rn connection with this amendment to Deposit Account 
No. 50-4260. 



Respectfuily sufcmittedi 

/JESSICA MQNACHELLO/ 

Jessica Monachelio 

Reg. No. S8,0T5 

BAYER HEALTHCARE LLC 

P.O. Box 390 

Shawnee iVJission, KS 66201 
Tef; 913-268-2038 
Fax: 913'268-2071 
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